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Supplemental Fig 1: Fraction affected values for single agent dosage response

4HC

Actinomycin D

AZD1775

Cabozantinib

Cell Line

Conc (ng/ml)

10000.00

Conc (ng/ml)

3000.00

Cell Line

Conc (ng/ml)

50000.00

Cell Line

Conc (ng/ml)

100000.00

Cell Line

6666.67 1500.00 25000.00 66666.67 0.860
4444.44 750.00 12500.00 44444 44 0.754 0.795
2962.96 | 0.518 0.791 375.00 6250.00 29629.63 0.660 0.745
197531 | 0377 0.457 187.50 3125.00 19753.09 | 0731 | 0.582 0.687
1316.87 | 0321 | 0344 | 0.147 | 0.050 93.75 1562.50 1316872 | 0.535 | 0.498 | 0.766 | 0.672
877.91 | 0225 | 0305 | 0.054 | 0.061 46.88 781.25 0.878 8779.15 | 0.472 | 0499 | 0831 | 0727
58528 | 0.099 | 0.230 | 0.028 | 0.063 23.44 390.63 0.645 | 0.751 5852.77 | 0.419 | 0.394 | 0.775 | 0.706
39018 | 0.033 | 0.178 | 0.012 | 0.033 11.72 19531 | 0712 | 0312 | 0.438 3901.84 | 0.250 | 0.260 | 0.454 | 0.633
26012 | 0.018 | 0.168 | 0.029 | 0.022 5.86 0.783 97.66 0364 | 0118 | 0.096 | 0.403 | 2601.23 | 0.191 | 0.149 | 0311 | 0.447
17342 | 0059 | 0.120 | 0.021 | -0.005 2.93 0.751 0.387 48.83 0126 | -0.001 | 0.012 | 0136 | 173415 | 0.086 | 0.075 | 0.124 | 0.308
11561 | 0.065 | 0.113 | 0.025 | 0.033 1.46 0682 | 0537 | 0327 | 0.644 24.41 0.046 | -0.038 | 0.006 | 0.035 | 1156.10 | 0.060 | -0.002 | 0.080 | 0.158

Etoposide 7.326-01 | 0.654 | 0.412 | 0.243 | 0417 12.21 0.025 | -0.004 | 0.014 | 0.006 | 77073 | 0.012 | -0.037 | 0.061 | 0.088
| Cell Line 3.66E-01 | 0.625 | 0.353 | 0.221 | 0.323 6.10 0.026 | -0.008 | 0.011 | -0.006 | 513.82 | 0.015 | 0.009 | 0.066 | 0.048
Conc (ng/ml) 1.83E-01 | 0581 | 0.366 | 0.188 | 0.251 3.05 0.023 | -0.026 | 0022 | -0.006 | 34255 | -0.001 0.059 | 0.040
50000.00 9.16€-02 | 0.575 | 0.384 | 0.165 | 0.261 1.53 -0.014 | -0041 | 0.019 | -0.007 | 22837 | -0.025 | -0.021 | 0.061 | 0.020
25000.00 458602 | 0508 | 0339 | 0.152 | 0.223 | 7.636-01 | 0.033 | -0.024 | 0034 | 0032 | 15224 | -0.014 | -0.091 | 0.059 | -0.001
12500.00 229602 | 0.446 | 0340 | 0.204 | 0.253 | 3.81F-01 | -0.012 | -0.030 | 0.023 | -0.021 | 10150 | 0.001 | -0.095 | 0.041 | -0.026
6250.00 1.14E-02 | 0.555 0197 | 0.271 SN-38 Vinorelbine
3125.00 5726-03 | 0.438 0.087 | 0.198 Cell Line Cell Line
Conc (ng/ml) Conc (ng/ml)
1562.50 2.866-03 | 0311 0.009 | 0.106 RD |SMS-CTR| RH30 | RH41
78125 | 0.492 | 0334 | 0815 | 0694 | 1.43E03 | 0.226 0011 | 0076 | 500.00 1000.00 0821 | 0.723
390.63 | 0.449 | 0392 | 0.648 | 0389 | 7.156-04 | 0.205 -0.018 | 0.081 | 250.00 500.00 0834 | 0679 | 0.860
19531 | 0.446 | 0.305 | 0339 | 0.196 | 3.586-04 | 0.159 0.003 | 0016 | 125.00 250.00 0.849 | 0.668 | 0.883
97.66 0386 | 0.297 | 0135 | 0319 | 1.79e:04 | 0.130 -0.006 | 0.011 62.50 125.00 0.862 | 0.548
48.83 0167 | 0.145 | 0.044 | 0.142 | 894E-05 | 0.113 0.001 | 0.025 31.25 62.50 0.828 | 0528
24.41 0073 | -0.007 | 0.037 | 0.126 | 4.476-05 | 0.052 0.002 | 0.049 15.63 31.25 0.860 | 0.578
1221 0.026 | -0.010 | 0.057 | 0.061 Bortezomib 7.81 0550 | 0.438 | 0.877 | 0.560 15.63 0.861 | 0.659
6.10 0.002 | 0.089 | 0.051 | 0.030 | Cell Line 391 0491 | 0370 | 0.822 | 0.363 7.81 0.858 | 0.605
3.05 0022 | 0.034 | 0044 | 0025 | O (ng/mi) 1.95 0416 | 0295 | 0.731 | 0.184 3.91 0877 | 0526 | 0.858
1.53 0.006 | -0.056 | 0.045 | -0.007 9.776-01 | 0.429 | 0.298 | 0.570 | 0.074 1.95 0874 | 0.843 | 0393 | 0.840
7.636-01 | 0.013 | -0.015 | 0.030 | -0.026 4.88E-01 | 0352 | 0.240 | 0.193 | 0034 | 9.77e01 | 0708 | 0.759 | 0.089 | 0.484
3.81E-01 | -0.010 | -0.062 | 0.042 | 0.005 2.446-01 | 0187 | 0.126 | 0011 | 0014 | 488E-01 | 0.421 | 0.486 | 0.004 | 0.189
1.226-01 | 0.045 | 0025 | 0007 | 0027 | 2.446-01 | 0233 | 0.231 | 0.013 | 0.103
6.10E-02 | 0.035 | 0.014 | 0020 | -0.035 | 1.226-01 | 0.138 | 0.111 | 0.003 | 0.101
3.056-02 | 0.022 | 0.000 | 0.017 | -0019 | 6.10e-02 | 0.070 | 0.075 | 0.003 | 0.065
1.536-02 | -0.001 | 0.004 | 0013 | -0.019 | 3.056-02 | 0.021 | 0.052 | -0.001 | 0.034
7.636-03 | 0.006 | -0.040 | 0.005 | -0.032 | 1.53t-02 | 0.025 | 0.040 | 0.007 | 0.022
3.81E-03 | 0.048 | -0.022 | -0.005 | -0.013 | 7.63€-03 | -0.010 | 0.009 | -0.001 | -0.019
FA:] 0  0.200 0.400 0.600 0.800 0.900 1.000 |




Supplemental Fig 2: Frequency graph showing all two-drug combinations that
demonstrated FA>0.50 and CI<1.10
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Supplemental Table S1: Fraction Affected (FA) and Combiation Index (Cl) values for all

combinations across all cell lines tested.



Detailed Drug Information - Alias, Mechanism, Source, and Concentrations

Concentrations in Synergy (5x5) Experiments
Agent Alias or Trade Name Target of Inhibition // Mechanism Vendor |Product #| MW (g/mol) —
Top Conc (ng/ml) | % of Cmax | Dilution Factor

4HC | 4-Hydroxy Cyclophosphamide DNA Crosslinking // DNA Damage US Biological H9015 293.1 5000 72 2.0
Actinomycin D | Dactinomycin / Cosmegen® DNA intercalation // Inhibits RNA/DNA synth | Sigma-Aldrich| A9415 1255.4 1.0 1.0 2.0
AZD1775 MK1775 WEE1 // CDK1 activation Selleck $1525 500.6 500 61 2.0
Bortezomib Velcade® Proteasome Sequoia SRP02310b 384.2 10 8.0 1.5
Cabozantinib XL184 Tyrosine Kinases (c-Met; VEGFR2) Selleck S1119 501.5 2000 100 2.0
Etoposide VP-16 Topoisomerase Il // DNA Damage Selleck S$1225 588.6 5000 25 4.0
SN-38 Irinotecan metabolite Topoisomerase IB // DNA Damage Sequoia SRP02075e 392.4 5.0 17 2.0
Vinorelbine Navelbine® Microtubule polymerization // Anti-mitotic Selleck S4269 1079.1 4.0 3.0 2.0

Supplemental Table S2: Drug information table

Cell Line Information
Line | Histology Source Commercial Source
RD Embryonal |Gift from Dr. Calvin K. Lee (Moffitt) ATCC® CCL-136™
SMS-CTR| Embryonal |Gift from Dr. Calvin K. Lee (Moffitt)| Not Commercially Available
RH30 | Alveolar | Children's Oncology Group (COG) | Not Commercially Available
RH41 | Alveolar | Children's Oncology Group (COG) | Not Commercially Available

Supplemental Table S3: Cell line information table




